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Epithelialcellsheetscovertheouterandinnersurfacesofeverycompartmentinthebody,at
everylevel,fifomthecelltothebodysulface,andtheyfilnctionatalloftheselevelsasa
permselectivebarrier.Theparacellularbarrier,whichisestablishedbythefbrmationoftight
junctionsbetweenepithelialcells,isbasicallybuiltbythepolymerizationofclaudins.Thus,
claudinsarethoughttoplayaroleinthemicroenvironmentfbrvariousbiologicalfimctions.
Analysesofclaudinknockoutmicearebeginningtoelucidatethephysiologicalrelevanceofthe
paracellularbarriers/permeabilityinmanybiologicalsystems.Singleormultipleclaudinshave
beentargetedindifferentcombinations.
Defectsinthetightjunction(TJ)epithelialparacellularbarrierfUnctionarethoughttobea
primarycauseofinflammation,butthemechanismremainslargelyunknown.Hereweexamined
theinflammationreactionsassociatedwiththeknockoutmiceofclaudin-18,amajorcomponentof
TJsinthestomach.TheCMz/8~/-micewereafflictedwithatrophicgastritis,whichstartedon
postnatalday(pnd)3,whentheintragastricpHwasdecreasedbyH+secretionfromparietalcells,
concomitantwiththeup-regulationoflL-18,COX-2,andKC.Theseconditionsinduced
spasmolyticpolypeptide-expressingmetaplasia(SPEM)andintestinalmetaplasia(1M),although
theprolongedacuteinflammationdidnotdevelopintochronicinflammation.Weexamnedwhich
conditions,suchasincreasedcellproliferationintheCId"18~/-mce,mightleadtochronic
inflannnation.ThesefindingsmayprovideanewparadigmfOrunderstandingtheregulationof
inflammation.
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